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PATENT APPLICATION 

::ODMA\MHODMA\IMANAGE;l68674;I DocketNo.: 289I.100K018 (K1R92-01 A4) 



DEB/CSR/HLysnj 
Ocrobcr 11,2000 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicants: Marc Feldmann and Ravindcr N. Maini 
Application No.: 08/690,775 Group Art Unit: 1644 

Filed: August!, 1996 Examiner: P. Gambel 

For: ANTI-TNF ANTIBODIES AND METHOTREXATE IN THE TREATMENT 

OF AUTOIMMUNE DISEASE 



on 



CERTIFICATE OF I^ACSIMlLE TRANSMISSION * 

I hereby certify that ihis corresporeknce Is being facsimile iransmiitel 
10 ihB UniteJ Stales Patent nnd Tradcmaik/Orfioe: 




Typed or printed name of person sifiDing ceriificale 



TP AMRMTTTAL OF DP riLARATlON OF 
SANDER J.H, VAN DEVENTER, M.D., P H.D. AND 
DA AN W. HQMMP.S M.D. IINnKR 37 C.F.R. S 1.132 



Assistant Commissioner for Patents 
Washington, D-C. 20231 



Sir: 

Please find enclosed herewith an executed Declaration of Sander J .H. van Dcventer, 
M.D..Ph.D. and Daan W. Hommcs. M.D. under 37 C.F.R. § 1.132 for filing in the above- 
referenced patent application. 

Respectfully submitted, 

HAMILTON. BROOK, SMITH & REYNOLDS, P.C. 



By. 



Helen Lee 
Registration No.; 39,270 
Tel: (781) 861-6240 
Fax: (781) 861-9540 



Lexington, MA 02421-4799 
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l>A.Ta>IT APPLICATION 
Allume/S Docket So.: 29'Jl.)00|-01B (Icm92-01A*5 



IM THE UNITED STAT^ PATENT AND TRADEMARK OFFICE 

Applicants: Marc FeldmJinn and Ravinder N. Maini 

» Group Art Unit: 1 644 
Application No.: 08/690,775 ^ 

A - ,-4 1 io«Sfi Examiner: P. Gambd 

filed: AuB«st 1. 1996 

ANTl^TNF ANTIBODIES AND METHOTTIEXATE IN THB 

' TREATMliMT OF AUTOIMMUNE DISEASE 




^^.^^ A TTn>J r^F SANDER J-H V AV nBVFmT.T^, M-D. PI L^ 
ATS? w. HnMA TTl M r ^T^^ C.'f 5^-^32 



Assistant Conimissioner for Patents 
Wnfibmgtoa, D.C, 20231 




Sir: 

We. Sander J.H. van 
Slate ihat: 



Dsventcr, M,D.. Ph.D. andDaan W, Homines. M.D., declare and 



, Wo .rc Physicians ii. the Dcpartecnt of ExpeHme^tJ Intern^ Medicine 3«d tho 
1 1 OS AZ, Amsterdain, Tlie Ncthcr)at>ds. 

, Twclv. (n) paiient. with . history of steroid r^fract^ty Crnhn'. disease have be«n tr.W 
2. Twelve ll-J pau T ncvHntcr wiU. a combinatior. of niethomsxBle 

by Dr. Homm« under xhc supervision of Dr. J" ^^^^^ , elinicnl 

Ipo,.. It i. too .con to evaluate th. clinieai respo.s. m the ren^.n^ng 2 pattcpt. 



OCT-11-00 WED 12:22 PM 

10-aCT-2000 15144 HKUn 

08/690.775 



FAX NO. 



P. 04 



. c.«, Ju=n »f „ (MTX, »nU.TKF. ^.body Mto* (aUo ^ow. n. 

d BEMICADE-), The dbi.. .ha«=.«iati« of «,c p.ti».s are p^vded » 1 .We .. 



TABLE 1 CUiiical ChariiEterislics of Patients 
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T.e «gime„ for each P«i«.. U P^vidod in T*U 

^^^^ 

i„dkaicd in Table 2. Xnfiisions v/crn admlTilstercd generally at aboui 



Pati'oTit 
Number 


Duration 

VjfTV 1 

(months) 


Dosago of 

MTX 
(mg/weelc) 


Number of 
Inflixitnab 
Infiisions 


1 


4 


2S 


3 


2 


27 


25 


3 


3 


1 


25 


2 


4 


3 


2S 


1 


5 


19 


25 


3 


6 


2 


25 


2 


7 


28 


25 


2x3 


S 


2 


25 


1 


9 


9 


15 


1 


10 


4 


25 


3 


u 


26 


25 


2 


12 


21 


25 


4 



For «.mple. P».i». 1 a1mini,..M W« w«Wy « . "^^^"^ 
r.M lnrLt«<.i™b a: . do« of 5 n,^uP»^on for 3 i»«.s,=na. «». e-c. 

irMon administodd at ahoul 8 im»rVa)s. 
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The clinical respoi\sc observed for each palienl arter treatment with a combination of 
melhniroxate and infliximab is provided m Table 3. Sinpc disease activity index scores have not 

been determined, aoHd markeis for disease reduction and^or remission arc not available. 



TAT3LB 3 Clinical Response oritoaicd Patients 


Palleiu 
Nunibci- 


Response 


1 


fistulac healing 


2 


olinieal response onlv witb combined MTX/infliximab; no remission 


3 


tilinical vfiM»po«ss; no renWfisioB 


4 


jiot yet known 


5 


short response; MT^ exchangod for azaihioprine 




clinical response only witl^ Bombined MTX/inflixmab 


7 


initial response; no toBpoase after last 3 infliximab infusions 


8 


hoi yet known ^— — 


9 


re^nissjon _ — 


10 


clinical response . 


n 


remission and complfiie fiswlae heaUng 


12 


9hort-la5lin£ clinical reapouae 



Ten (10) patients showed clinical response although in 3 patients (patients S, 7 and 12), 
lha response was only shon-lasiine- Importanlly, infliximab treatment alone did nol induce a 
response In 3 patients (p^licnt^ 2 and 6). However. wli»n methotrexate was administered 
concurreally with infliximab, these 2 palienls showed remarkable improvcmonL 

The clmical response for paiiOTls 4 and 8 arc not yet known. 

4. We declare that all statements made in this Declaration of our own knowledge are true 

al.d thai all statements made on bformation «nd belief an; believed to be tPic. Moreover, these 
statements wfcre made with the knowledge thai willful false statements and the llVe made by us 
pnnishable by fine or imprisonment, or both, under Section 1001 of Title 1 8 ofthe United 



■ 
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States Code and that, such wiUfdl 
or uTiy pal^nt issuing tiiercon- 



falsc sUtomcnU may Jcop«di« th. validity of the appHcalion 




